Application No. 09/380,310 Docket No.: 0425-0736P 

Art Unit 1616 

Reply to Office Action of June 2, 2006 

REMARKS 

A Petition for Extension of Time is being filed with this reply. Thus, this reply is being 
timely filed. 

Applicants respectfully request the Examiner to reconsider the present application in 
view of the foregoing amendments to the claims. 

Status of the Claims 

In the present Amendment, claims 1, 2, 8, 9, 15, 16, 22, 25, 28, 29, 30, 37, 41, 42 and 43 
have been amended. Also, claims 3-5, 10-12, 17-19, 23, 24, 26, 27, 31, 32, 38, 39, 54 and 60 
were previously canceled without prejudice or disclaimer of the subject matter contained therein. 
Thus, claims 1, 2, 6-9, 13-16, 20-22, 25, 28-30, 33-37, 40-53, 55-59 and 61-63 are pending in 
this application. 

No new matter has been added by way of these amendments. All amendments actually 
delete subject matter. 

Based upon the above considerations, entry of the present amendment is respectfully 
requested. 

In view of the following remarks. Applicants respectfully request that the Examiner 
withdraw all rejections and allow the currently pending claims. Applicants' previous arguments 
are rendered moot in view of the new grounds of rejections (see the bottom of page 6 of the 
Office Action). 
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Claim Objection 

Claim 37 stands objected under 37 C.F.R. § 1.75 as being a substantial duplicate of claim 
2. Applicants respectfully traverse, and refer the Examiner to the scope of these two claims. 
These claims do not overlap in scope, and/or are not considered duplicates of one another. 
Reconsideration and withdrawal of this objection are respectfully requested. 

Issues under 35 U.S.C. § 103(a) 

Claims 1, 2, 6-9, 13-16, 20-22, 25, 28-30, 35-37, 40-53, 55-59 and 61-63 stand rejected 
under 35 U.S.C. § 103(a) as being unpatentable over Tai (U.S. Patent No. 5,013,557; hereinafter 
referred to "Tai '557") in view of Kawakami et al. {J. Bioorganic & Med. Chem. Lett., Vol. 4, 
pp. 1429-1446 (1996); "Kawakami") (see pages 3-4 of the Office Action). 

Also, claims 33-34 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Tai '557 in view of Kawakami as applied above, and further in view of Morikazu et al. 
(JP 4-346937; hereinafter "JP '937") (see pages 4-5 of the Office Action). 

Further, claims 1, 2, 6-9, 13-16, 20-22, 25, 28-30, 35-37, 40-53, 55-59 and 61-63 stand 
rejected under 35 U.S.C. § 103(a) as being unpatentable over Diehl (U.S. Patent No. 5,612,026; 
hereinafter "Diehl '026") in view of JP '937 (see pages 5-6 of the Office Action). 

Applicants respectftilly traverse, and reconsideration and withdrawal of these rejections 
are respectfully requested. 
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(A) The Rejection in View of Tai '557 and Kawakami 

The Office Action indicates that Tai '557 fails to disclose donepezil hydrochloride as an 
active ingredient (see the Office Action at page 3). Kawakami is cited for its disclosure of 
donepezil hydrochloride, wherein the Examiner refers Applicants to the disclosure of "E2020" in 
Kawakami. However, citing Kawakami and further combining the disclosure of this reference 
with that of Tai '557 are improper. 

(i) Known bitter taste of donepezil hydrochloride 

First, Applicants note the priority date of the present application, wherein the PCT 
International Application was filed in the 1998 and the Japanese priority applications were filed 
in 1997. Second, Applicants respectfiiUy submit that one of ordinary skill in the art was not 
aware of the bitter or unpleasant taste of donepezil hydrochloride before these dates, or even 
before August of 2000. In other words, it was not loiown in the art as of at least the filing date of 
the present application or of the filing dates of the priority applications, that donepezil 
hydrochloride had a bitter or unpleasant taste that needed masking. 

ARICEPT, a tradename of donepezil hydrochloride, was admitted in November, 1 996, by 
the FDA in the form of a film tablet. This dosage form is a tablet that is coated with film, and for 
this reason there is no unpleasant, bitter taste to the patient ingesting the film tablet. It was not 
until later that it was discovered that donezepil hydrochloride even had the bitter taste. 

Thus, the requisite motivation is lacking with regard to the Examiner's combination of 
Tai '557 and Kawakami and a prima facie case of obviousness has not been established. In re 
Vaeck, 947 F.2d 488, 493, 20 USPQ2d 1438, 1442 (Fed. Cir. 1991). Applicants note that three 
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possible sources of motivation to combine references: the nature of the problem to be solved, the 
teaching of the prior art, and the knowledge of persons of ordinary skill in the art. In re Rouffet, 
149 F.3d 1350, 1357, 47 USPQ2d 1453, 1457-58 (Fed. Cir. 1998). Here, the nature of the 
problem (e.g., bitter taste) was not known yet, the teaching of the references is that neither 
reference discloses "E2020" has a bitter taste, and a person of ordinary skill in the art does not 
realize donezepil hydrochloride even has an unpleasant taste. The Examiner's reasons for 
combining Tai '557 and Kawakami in the paragraph bridging pages 3-4 of the Office Action are 
thus improper. Accordingly, under Vaeck and Rouffet, supra, the requisite motivation is lacking. 
Withdrawal of this rejection is respectfully requested. 

(ii) The ion complex of the present invention 

The present invention is directed to administering donepezil hydrochloride together with 
the specific acid polysaccharide(s) (see, e.g., claim 1 herein). Donepezil hydrochloride is basic 
in property and is positively charged. The acidic polysaccharides as instantly claimed are acidic 
in nature and thus have are negatively charged. Specifically, the instantly claimed acidic 
polysaccharides have divalent sulfate groups and are strongly acidic. The acidic component then 
forms an ion complex with the basic donepezil hydrochloride. 

Thus, the present invention is directed to a composition or administration thereof that 
involves an ion complex between the active ingredient and the acidic polysaccharide, and 
therefore masks any unpleasant taste of donepezil hydrochloride. Applicants further note that the 
acidic polysaccharides are not sweet in taste. In other words, the present invention works by 
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forming the mentioned ion complex as a way 
hydrochloride. 
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of masking the bitter taste of donepezil 



(iii) Tai '557 and Kawakami still fail to disclose the present invention 
The Office Action indicates that Tai '557 fails to disclose donepezil hydrochloride as an 
active ingredient (see the Office Action at page 3). Kawakami is cited for its disclosure of 
donepezil hydrochloride. However, Kawakami as a secondary reference merely discloses the 
molecular structure of donepezil hydrochloride and at the same time fails to disclose anything 
regarding a proper formulation for a medicinal administration or regarding the taste thereof 
Thus, while Applicants understand why Kawakami is cited, Applicants respectfully submit it is 
improper to combine this reference with Tai '557. This is because, e.g., "The teaching or 
suggestion to make the claimed combination and the reasonable expectation of success must both 
be found in the prior art, and not based on applicant's disclosure. See In re Vaeck, 947 F.2d 488, 
20 USPQ2d 1438 (Fed. Cir. 1991)." Here, the Examiner admits Tai '557 does not disclose 
donepezil hydrochloride, and Kawakami et al. does not disclose an unpleasant taste of E2020 or 
any type of administration of donepezil hydrochloride. Thus, the requisite motivation is lacking 
for this reason as well. Vaeck; supra. 

The Examiner states that the motivation to combine the two references lies in how to 
solve the problem of the bitter taste of the active ingredient. However, as discussed above, 
Applicants note that the state of the art is such that it was not known that donepezil 
hydrochloride has an unpleasant taste before the present application was even filed. Thus, Tai 
'557 or Kawakami cannot teach or suggest solving a problem in the art that is not known yet. 
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Again, the Examiner also states that the problem to be solved is solving the bitter taste of 
the active ingredient. However, Applicants question the source of this problem, other than the 
disclosure in Applicants' specification. The cited Kawakami reference does not refer to 
donepezil hydrochloride having such a problem. Thus, Applicants respectfully that the USPTO 
has, therefore, relied on an impermissible level of "hindsight reconstruction" as a basis of 
support of the instant rejection. See Grain Processing Corp. v. American Maize-Products 
Co., 840 F.2d 902, 907, 5 USPQ2d 1788, 1792 (Fed. Cir. 1988) ("Care must be taken to avoid 
hindsight reconstruction by using 'the patent in suit as a guide through the maze of prior art 
references, combining the right references in the right way so as to achieve the result of the 
claims in suit.'") (internal citation omitted); In re Fine, 837 F.2d 1071, 1075, 5 USPQ2d 1.596, 
1600 (Fed. Cir. 1988) ("One carmot use hindsight reconstruction to pick and choose among 
isolated disclosures in the prior art to deprecate the claimed invention."). 

In addition. Applicants note: "An invention is 'obvious to try' 'where the prior art [gives] 
either no indication of which parameters [are] critical or no direction as to which of many 
possible choices is likely to be successful' See Merck & Co. v. Biocraft Laboratories, 874 F.2d 
804, 10 USPQ2d 1843, 1845 (Fed. Cir. 1989) (citing In re O'Farrell , 853 F.2d 894, 903, 7 
USPQ2d 1673, 1681 (Fed. Cir. 1988))." Here, the claimed invention is achieved only when an 
"obvious to try" rationale is applied since the cited references, including Kawakami et al., give 
either no indication of which parameters are critical or no direction as to which of many possible 
choices is likely to be successful. Using the rationale of solving bitter taste means a multitude of 
references could be applied without relying on any particular disclosure (in either Tai '557 or 
Kawakami). 
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(iv) The proposed embodiment of Tai '557 plus Kawakami et al. 

In addition, tlie reasonable expectation of success is lacking for several other reasons. 

The cited Tai '557 reference shows a spraying-dried product including sucralfate (see 
Abstract; Col. 4, lines 59+; see also the various claims in the reference). More specifically, it is 
seen in the Tai '557 reference that the unpleasant taste-masking action is caused by a matrix 
imposed on microcapsules (B), referred to in column 5 or in its claim 9 at column 25. The matrix 
(B) includes sugar alcohols as a bulking sweet agent (claim 15), and a hydrophobic lubricating 
agent (see, e.g., claim 1). The spraying-dried product delivers the medicine component slowly in 
the mouth out of the outer layer because of the hydrophobic lubricating agent. Thus, the (sweet) 
bulking agent is delivered in the mouth before the medicine component, which masks the 
unpleasant taste of the medicine component. This is not the present invention as claimed. 

In the present invention, upon oral administration, the electric interaction is produced 
which masks the bitter taste of the basic medicine. The cited Tai '557 reference fails to show the 
combination of the instantly claimed invention, as well as the claimed electric interaction. 

Still, the Examiner refers Applicants to the sulcralfate compound disclosed in Tai '557 
(the Examiner refers to the sucralfate disclosed in Tai '557 at page 3 of the Office Action). 
However, the cited primary reference of Tai '557 discloses sucralfate having a bitter taste in the 
form of microcapsules with a polymer dissolving in the stomach, wherein the polymer is agar, 
carrageenan or xanthan. As support of the present explanation, Applicants herein include the 
chemical formulae of carrageenan, sucralfate and xanthan gum (xanthan gum is discussed below 
for the rejection in view of Diehl '026 and JP '937). The sucralfate of Tai '557 is a basic 
aluminum sucrose sulfate, and is thus negatively charge. In other words, no ion complex is 
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formed in the cited Tai '557 reference (versus that of the present invention), or when the Tai 
'557 embodiment is combined with the Kawakami disclosure. 

Further, in Tai '557, alginic acid gels with aluminum metal of sucralfate and then water 
can be absorbed. The sucralfate is thus in the gel and any possible taste-masking property is not 
due to the formation of an ion complex. This is unlike the present invention as explained above 
and one of ordinary skill in the art would not combine the cited disclosures in an effort to achieve 
the present invention. In fact, the present invention would not be achieved (e.g., no ion complex 
formed; both components are negatively charged). 

(v) Conclusion 

Thus, this rejection in view of Tai '557 and Kawakami et al. has been overcome for any 
and all reasons stated above. Reconsideration and withdrawal of this rejection are respectfully 
requested. 

(B) The Rejection in View of Tai '557, Kawakami and JP '937 

Claims 33 and 34 are at issue, wherein these claims depend on claim 22 or claim 1. The 
combination of Tai '557 and Kawakami et al. as being improper is discussed above. The further 
citation of JP '937 does not make the instant combination of all tlu-ee references any more 
proper. Applicants respectfully submit that subsections (i)-(iv) of section (A) above apply to this 
rejection as well, wherein this rejection is improper. 
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The cited JP '937 reference discloses a combination of a material having an unpleasant 
taste, a gelling agent (e.g., agar, gelatin or K-carrageenan) and a taster to obtain a jelly and reduce 
the bitter taste thereof Nothing, however, is disclosed in the JP '937 examples about basic 
medicines. All of the exemplified medicines in JP '937 are acidic, such as that in Example 1 
(tannic acid). Applicants also note Example 2 (Chinese medicine of an acidic herbal mixture) 
and Example 3 (soybean protein). These compounds are negatively charged, and not positively 
charged. Thus, there is no ion complex formed in JP '937 like the present invention, making the 
disclosure in this secondary reference the same as Tai '557 as explained above (see section (iv) 
above). As also explained in subsection (ii) above, the present invention involves a negatively 
charged donepezil hydrochloride forming an ion complex with the negatively charged acidic 
polysaccharide. The present invention would not be achieved (e.g., no ion complex formed; both 
components are negatively charged), and the requisite motivation and/or reasonable expectation 
of success are lacking. Vaeck; supra. 

Accordingly, this rejection in view of Tai '557, Kawakami et al. and JP '937 has been 
overcome for any and all reasons stated above. Reconsideration and withdrawal of this rejection 
are respectfully requested. 

(C) The Rejection in View of Diehl '026 and JP '937 

The cited primary reference of Diehl '026 discloses a drinlc mix composition containing 
an anion exchange resin, xanthan as a gelling agent and an edible water-soluble salt, disclosing 
polysaccharide as the Examiner points out. At column 5, lines 40-55, Diehl '026 also discloses: 
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"The present composition may optionally contain one or more sweetening agents. Sweetening 
agents include saccharides, . . . polysaccharides such as xylose, ribose, glucose . . ." Thus, Diehl 
'026 discloses using a sweetener of a polysaccharide. There is no disclosure in the primary 
reference of the instantly claimed acidic polysaccharide, nor is there any suggestion regarding 
the ion complex that forms with the present invention (see subsection (ii) above). And as 
discussed above, the disclosure in JP '937 would not make this rejection any more proper. There 
is even no ion complex formed in JP '9.37 like the present invention, making the disclosure in 
this secondary reference as deficient as Diehl '026. Thus, the requisite motivation and/or 
reasonable expectation of success are lacking. Vaeck; supra. 

Therefore, this rejection in view of Diehl '026 and JP '937 has been overcome for any 
and all reasons stated above. Reconsideration and withdrawal of this rejection are respectfully 
requested. 

Conclusion 

In view of the above amendment, applicant believes the pending application is in 
condition for allowance. 

Should there be any outstanding matters that need to be resolved in the present 
application, the Examiner is respectfully requested to contact Eugene T. Perez, Reg. No. 48,501, 
at the telephone number of the undersigned below, to conduct an intei-view in an effort to 
expedite prosecution in connection with the present application. 
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If necessary, the Commissioner is hereby authorized in this, concurrent, and future replies 
to charge payment or credit any overpayment to Deposit Account No. 02-2448 for any additional 
fees required under 37.C.F.R. §§1.16 or 1.14; particularly, extension of time fees. 
Dated: December 1, 2006 Respectfiilly submitted. 



By ^ 



Marc S. Weiner 
Registration No.: 32,181 

BIRCH, STEWART, KOLASCH & BIRCH, LLP 
8110 Gatehouse Road, Suite 100 East 
P.O. Box 747 

Falls Church, Virginia 22040-0747 
(703) 205-8000 
Attorney for Applicant 



Attachments: Chemical formula of carrageenan 
Chemical formula of sucralfate 
Chemical formula of xanthan gum 
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